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IN THE CLAIMS : 

Please amend the claims as follows; 

1. — 68. (Canceled) 

69. (Currently Amended) A tran s genic chimeric mouse comprising a mutant GP Ilia 
(p 3 ) gene wherein the mutant gene encodes a GP Ilia (p 3 ) protein having a 
conservative amino acid substitution for a wild type tyrosine residue in its mutant 
cytoplasmic domain tyrosin e r e sidu e r e plac e d with a non phosphorylatabl e 
residue, wherein said chimeric mouse has reduced or absent phosphorylation of 
said mutant GP Ilia (BO protein compared to wild type GP Ilia (BO protein . 

70. (Currently Amended) The transg e nic chimeric mouse of claim 69 wherein the 
mutant cytoplasmic domain tyrosine r e sidue is comprises a conservative amino 
acid substitution for the wild type t yrosine residue 747 or tyrosine residue 759. 

71 . (Currently Amended) The transg e nic chimeric mouse of claim 69 wherein the 
non phosphorylatable residu e conservative amino acid substitute in the mutant is 
phenylalanine. 



72. (Currently Amended) A transg e nic chimeric m ouse comprising a mutant GP Ilia 
(P 3 ) gene wherein the mutant gene encodes a GPIIIa (p 3 ) protein having two 
conservative amino acid substitutions for two wild type tyrosine residues in its 
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mutant cytoplasmic domain tyrogino residues r e placed with n o n phooph o rylatable 
r e sidues . 

73. (Currently Amended) The transgenic chimericm ouse of claim 72 wherein the 
mutant cytoplasmic domain tyrosine r esi dues are comprises conservative amino 
acid substitutions for the wild type t yrosine residue 747 and tyrosine residue 759. 

74. (Currently Amended) The transg e nic chimeric m ouse of claim 72 wherein each 
cytoplasmic wild type t yrosine residue is replaced with a substituted by a mutant 
phenylalanine residue. 



75. (Currently Amended) Platelets isolated from blood plasma of the transg e nic 
chimeric m ouse of claim 69. 

76. (Currently Amended) A transgenic mouse which expresses a transgene integrated 
into its genome, wherein the transgene comprises DNA encoding a mutant GP 
Ilia (p 3 ) protein having a conservative amino acid substitution for a wild type 
tyrosine in its mutant c ytoplasmic domain tyrosine r e sidu e r e placed with a non - 
phonphorylatabl o r e sidue , wherein said transgenic mouse has reduced or absent 
phosphorylation of said mutant GP Ilia (BO protein compared to wild type GP 
Ilia (pp protein . 
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77. (Currently Amended) The transgenic mouse of claim 76 wherein the mutant 
cytoplasmic domain tyrosine r e sidue is comprises a conservative amino acid 
substitution for the wild type t yrosine residue 747 or tyrosine residue 759. 

78. (Currently Amended) The transgenic mouse of claim 76 wherein the nen- 
phnnphorylatable residue conservative amino acid substitute in the mutant is 
phenylalanine. 

79. (Currently Amended) A transgenic mouse which expresses a transgene integrated 
into its genome, wherein the transgene comprises DNA encoding a mutant GP 
Ilia (p 3 ) protein having two conservative amino acid substitutions for two wild 
type tyrosine residues in its mutant cytoplasmic domain tyrosine r e sidu e s replac e d 
with non - phoaphorylatabl e r e sidues . 

80. (Currently Amended) The transgenic mouse of claim 79 wherein the mutant 
cytoplasmic domain r e sidu e s ore comprises conservative amino acid substitutions 
for the wild type t yrosine residue 747 and tyrosine residue 759. 

81 . (Currently Amended) The transgenic mouse of claim 79 wherein each 
cytoplasmic wild type t yrosine residue is r e placed with a substituted by a mutant 
phenylalanine residue. 

82. (Previously Added) Platelets isolated from blood plasma of the transgenic mouse 
of claim 76. 

(Page 4 of 8) 

PACE 7/11 • RCVD AT 1,5/2004 10:13:19 AM pastern Standard Time] * SVR:USPTO-EFXRF-1,1 ■ DNfS:8729306 * CSID:B17 551 8820 * DURATION <mm. S s,:04.14 



01/05/04 11:24 FAX 617 551 8820 



MILLENNIUM 



©008 



Practitioner's Docket No. MPI9tt-148FlUSRCEM USSN 09/673,302 

83 . (Currently Amended) A method of preparing a transgenic mouse comprising a 
mutant GP Ilia (fc) gene 7 wherein the mutant gene encodes a mutant GP lHa (p 3 ) 
protein having a conservative amino acid substitution for a wild type tyrosine in 
its mutant c ytoplasmic domain tyrosine re s idue r e plac e d with a non 
pho a phorylatablo residu e, the method comprising: 

a) introducing into embryonic stem cells a nucleic acid molecule comprising the 
mutant GP Ilia (p 3 ) gene, wherein the mutant gene encodes the mutant GP Ilia 
(p 3 ) protein; 

b) injecting transformed cells from step a) into one or more blastocysts ; and 

c) generating a transgenic mouse from the eeto blastocysts of step [[a)]] b). 

84. (Currently Amended) The method of claim 83 wherein the mutant cytoplasmic 
domain tyrosin e residu e i s comprises a conservative amino acid substitution for 
the wild type tyrosine residue 747 or tyrosine residue 759. 

85. (Currently Amended) The method of claim 83 wherein the nefl- 
phor . phorylatablo r e sidu e conservative amino acid substitute in the mutant is 
phenylalanine. 

86. (Currently Amended) The method of claim 83 further comprising: 
[[c)]] d) mating the transgenic mouse; and 

[[d)]] e) selecting a mouse homozygous for the mutant GP Ilia (£3) gene. 
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87. (Currently Amended) A method of preparing a transgenic mouse comprising a 
mutant GP Ilia (P3) gene encoding a mutant GP Ilia (p 3 ) protein having a 
conservative amino acid substitution for a wild type tyro sine in its mutant 
cytoplasmic domain tyrosine r es idue replaced with a non - phosphorylatabl e 
residu e, the method comprising: 

a) introducing into embryonic stem cells a nucleic acid molecule comprising the 
mutant GP Ilia (pa) gene encoding the mutant GP Ilia (p 3 ) protein and a 
selectable marker flanked by FRT sites, to produce one or more transformed 
embryonic stem cells; 

b) identifying and selecting the transformed cells; 

c) removing the selectable marker from the transformed cells selected in step b) 
by transient transformation with FLP recombinase; 

d) injecting transformed cells from step c) into one or more blastocysts; and 

e) generating a transgenic mouse from the blastocysts of step d), wherein the 
transgenic mouse comprising the mutant GP Ilia gene is heterozygous for the 
mutant GP Ilia gene. 



88. (Currently Amended) The method of claim 87 wherein the 3 

r e oidue conservative amino acid substitute in the mutant is phenylalanine. 



89. (Currently Amended) The method of claim 87 wherein the mutant cytoplasmic 
domain tyrosine r e sidu e4 s comprises a conservative amino acid substitution for 
the wild type tyrosine residue 747 or tyrosine residue 759. 
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90. (Previously Added) The method of claim 87 further comprising: 

f) mating the transgenic mouse; and 

g) selecting a transgenic mouse homozygous for the mutant GP Ilia (P3) gene. 



91 . (Previously Added) The method of claim 87 further comprising: 

f) mating a heterozygous transgenic mouse with a second heterozygous transgenic 
mouse; and 

g) selecting a transgenic mouse homozygous for the mutant GP Ilia (p 3 ) gene from 
the resulting progeny. 



92Ji) (Currently Amended) A method of determining the effect of an agent on a 
biological response of the transgenic mouse of claim [[1]] 69, wherein the biological 
response is mediated by GP Ilia (£3) phosphorylation, the method comprising; 

a. administering the agent to the mouse; 

b. determining the effect of the agent on the biological response. 

93. (New) A method of determining the effect of an agent on a biological response of 
the transgenic mouse of claim 76, wherein the biological response is mediated by GP Ilia 
(P3) phosphorylation, the method comprising: 

c. administering the agent to the mouse; 

d. determining the effect of the agent on the biological response. 
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